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AB The present invention rdites to a combbition product 
enmnrismg at least 

ooe nucleic acid ecnig. a sequence encodbg a 
polypeptide or bur en and 

u least one phospholipid of interest. Ibr use which if 
mnutUoooai, 

confccsuve or spread out over time, characterized in 
ihateaid 

polypeptide and pr>o*prtolipid of interest have cytotoxic 
activity. 
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L6 ANSWER I OF > MEDLINE 

AB This Pady m undertaken to investigate the 

an t itumor effect of liposomal 

bexadecytpbospbocholbe (L-HPC). a synibeik 
phospfaoUptd 

encapsulated into multilamellar vcstdei (MLV). The 
effect of these 

liposomes was tested b in orthotopic trade moose 
mcrfd using (be human 

m tmmvy carcbomas MDA-MB 435 nd 2J 1 . The 
mam interest of (be 

investigation was to study whether activated 
macropbag ea are substantially 

bvolved b (he tumor growth inhibition tnecoaaism. 
The growth of both 

MDA-MB 435 and 231 tumor i b the mammary (at pad 
wis significantly 

inhibited by a U-diy btnpcfiloneal therapy with L- 
HPC The 

remaining tumors were shown to be heavily infiltrated 
with macrophage 

b vitro studies of mPEM demonstrated a significant 
bdaotoa of 

nLierophi gc-mcdiatcd (amor cytotoxicity (MMCTX) 
against the2 

cdl lines by L-KPC The L-HPC -mediated activation 
mechanism was 

characterized to be 1L-6 and TNFalpha dependent but 
rather 

©dependent of 1L- 1 alpha and nitric onidc (NO). NMA. 
a specific 

inhibitor of NO production, did not inhibit L-HPC- 
induced MMCTX 

Furthermore L-HPC was shown to upreguluc me 
nufri jmijffjj lopfTptctHattCrt 

MMP-? and MMP-2 secretion into the supernatant 
Cc«ikJemg cytokine 

rdeaae and production of eollagenascs, (he L-KPC- 
i&doccd macrophage 

aca vauon cascade is assumed to be comparable with 
(hat of classical 

activators such u lipOpolyS*«h«ndc (LPS) and 
interferon (IFN) gamma. 

As far as NO production u omcidfredl the L-HPC 
activation mechanism 

differs from that canted by LPS sod IFN gamma. 

Copyright 2001 Wiley- lijj. Inc. 
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L6 ANSWER 4 OF 8 MEDLINE 

AB The molecular and cellulat effects of the uui- 

oooplastic 

alkyl phospholipid headeeylphosphocholae 
(Miltcfiainc, MIL) on 

parameters asso c iated with growth and din<rcnliition of 
human myeloid 

leukacmic cdl lines U937, KG1 and KG la were 
bvestifated. Onacdlalar 

level. MIL has dosc-depenooxt cu fir* mtiaticn -inducing 
growth -procngujig 

and cytotoxic activities czempfified by uxhiction of 
respiratory 

bora activity, ttbroUtkn of inter leu tin-] (IL 

Oygt2nulocyt*-cnscrophige colony (tubulating factor 
(GM-CSPWcpccdait 

growth of (be KG I cdl line b soft agar cuaurc, 
mbibiuon of cellubr 

nei growth and (bully cdl death. By northern btot 
analysu. 

transcription of functional receptors tar IL-3, GM-CSF. 
G-CSF 

and FcRJ were ttndied. It was shown (bM MIL has 
stimulatory activity oa 

(L-3 and GM-CSF receptor gene baoHTiptifn. hi 
MUhion. die 

uvucripUoD of prcJiftration- md diffaanjaiioo- 
associatod protetni, 

namdy bisone tubtypa. c-ayc and NP-kapca B p50, 
were studied MIL 

Super cssed C'fnyc and enhanced NP-kippa B p50 
er«uscriptioc b the U937 

cdl line, com parable to the ^l-characxerised 

di ffW jtW i Hirm-Jn^ ^f g 

pbarbokstcr 1 2^-ten^cbxanoylphorbol- 1 3-aceute 
(TP A). Wc conclude thai 

the interaction of MIL with its molecttlar targets) b 
rnydoid cdls 

induces molccnlar and cetkilar effects associated with 
bductiooof 

differ en dation. distinct Oxen hi cyutoiic activiry. 



L6 ANSWER SOP 8 CAPLUS COPYRIGHT 20O3 
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AB The preaau invention rdam to a co mbi natio n prod act 
comprisbg at least 

<«KnBcicicacidecartg.aseqacoceciirfx)mga 
polypcpiide or bteresi and 

■t lc*st one phospholipid of interest, for use which is 

ClITUilfiiCOUIt. 

consecutive or spread out over lime, characterized b 
thai laid 

polypeptide and phospholipid of inter est have cytotoxic 
activiry. 

L6 ANSWER 6 OF g CAPLUS COPYRIGHT 2003 
ACS 

AB HcxackcytpbosphocboJuie (HPQ b active against 
exptl. and elb. 

breast cancer b vivo, however the mechanisms of its 
action arc unclear. 

The aims of (his smdy were to nanber investigate (be 
role of 

bm o n o mah darico b the antitumor activity ofHPC and 
to study the novel 

anilog OCtadotyl (l r l-dJmemyl-pip«ndior>4- 
yl)phospbaie (D-21266, 

peri feline) Earlier ievcstigjtioni baX demonstrated 
that redn. b bsmor 

vol in MT-I human breast xenografts by KPC il 
accompanied by inGbtaiion 

of immune cdls. hi this paper (he urlier studies have 
been extended to 

bvestigate the function si activity or the btUtratbg 
cells. MT-1 

tnmors transpteated s c. to mammary fat pads of 12-wk- 
old NCR/nu mice were 

allowed to grow for approx 22 days. KPC b |OH 
Twees StVsalbe, or 

D-21266 in saline was administered ontly (50 
mg/kg/day) for 5 day*. Tea 

percent Tween SO/salmc alone was administCTcd to 
control mice at tame 

time. Ooe week ifkr the end of treatment, mice were 
killed and 

Secondly immune tissues and tumors removed for 
tu'stof and reverse 

tratiscripias^lyincrase chab reaction (RT-PCR) anal. 
Cytokine mRNA 

expression was assessed by RT-PCR. MRNA for 
mtcrfercn- gamrna., 

bur leokb-1. beta, and tumor Decroaii fie tor-alpha, was 
detected 

b HPC-eeatcd tumors. These cftccu did not octar m 

control 

tumors or with std. cytotoxic therapy, that (he 

results provide further support for the suggestion that 
imm unomodal ati oo 

may puay a rok in the antitumor effecu of htPC D- 
21266 showed similar 

■MiCumor and rnorphol. effocU against MT- 1 xenografts 
indicating (bat 

addnl- studies of this analog are warranted. 

16 ANSWER 7 OF 8 CAPLUS COPYRIGHT 2003 
ACS 

AB Id the preaeaccof bterleuljn>3 or GM-CSF, 
miturfbsbe 

stimulated ril and mouse bone marrow cdls, whereas it 
had etc eflca m 

the absence of Inter leukb-3 or GM-CSP. la addn., b 
rats. 

milte&lbe decreased the suppression of granalocytcs 
after 

cytotoxic vcsaaettt with cyctaf)botpfaamide. and wfaen 
given fax one week before the cytotoxic agent 
mihcfoitne 

protected (be progenitor ceils. In buaun myeloid cell 
lines, mtlle&tine 

iacreaaed the bictieukb-3 receptor . alpha, and .beta c 
mRNA 

levets. bat had no cftcct on GM-CSP receptor mRNA 
levels. Mibcfosine 

also bAncDced the fhrmalion of TNP. alpha, b 
peripheral blood cdls 

stimulated with Coo A or LPS and had variable cfTecU 
when given alone. 

Milttfinbc did not affect the basal levd of mRNA lbs 
TNP alpha, or 

GM-CSF when gjvta ilooe, but canted a nrokiigatian 
of the increase ia both 

mRNA species in response to Cob A. Thoi, eoiliefhjiac 
hasagrowih 

stintulatory etTect on bone marrow cdls, possibly by 
increasing fpTfiftn 

of cytokine receptors. This activity mjv be useful in 
conjunction with 

raydosBppressivc chcnxKhenpy 

L6 ANSWER tOP I CAPLUS COPYRIGHT 2003 
ACS 

AB Half-imideJialf-imidecopolvmcts compruing 
ethyl eoe and ouJcic anfaydridc 

oioieUet(nnictare given), specifically carbctimer (l: «/b 
-L2-5> 

decrcsse the cytotoxic side effects of neoplasm 
inhibitors. 

Mice treated Lv. with 2 1 mg idriamycb/kg died wtthb 
5 days. 

When 1 700 mj I/kg was administered concomitantly, no 
lethality was shown 
for >30 days 
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PC) co Bonnal 

peripneraJ mononuclear cclb (PMNC) was nit died 
latafenw-gamma (tFN-g) 

producuon. truer! enkin 2 (1L-2) 

receptor, and HLA-DR antigen expreuioo were 
mveatinalnl represmtinj 

typical T-ccfl activation panmnors. In PMNC culture*. 
He-PC 

oose-dependcDtly enhanced the production of I FN -g. 
provided IL- 

2 bad beta added cxcgcnouily. WttboutlL-2 

He- PC wa» ineffective, In tome cultures, at a 
coocentrauca of 8 

mkrogram&ml He-PC ftimulatod the fecrciioQ of JPN-g 
mare than 20-&U 

compared to untrcaled controls. Altnongb He-PC by 
itself lacked mitogen ic 

activity, tnu com pound also oimoUted IFN-3 
productian in (be presence 

of fuboptimal dosca of phytobcnugglBtuib (PHA). 
Imniunofh) orescente 

flitdie* demcastatcd mat Ho- PC also inacascd IL-2 

receptor sod HLA-DR anugm expreistoa kadcr these 

coodjuont. Taken toxetfaer. these renhs mdicatc that 
He-PC may pots en 

imrnnnomodutatory activity also m vivo, acting at a 
costimuljtor lor the 

IL-2 -mediated T-cdl acttvalian process. 
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AB In the past years, alternative administration males sod 

|Ai mnfnilif it 

fonnulab'oaj of anticancer agents bave been investigated 
in order to 

improve conventional chemotherapy treatment The 
impact of these 

adjustments on the pJunnacafcinctia ind 
phanBacodyDimiGi Is discussed. A 

review of the literature durws many examples of 
alternative •dmirujtritkxi 

lonni of anticancer agents wiijb improved 
ctuvmacotinciics. Local 

administration ionics hive been investigated in order io 
reduce the 

systemic toxicity tod to enhance the local efficacy of 
conventional 

chemotherapy. Oral administration of anticancer agents 
is preferred by 

patimli for hi convenience and iu potential for 
Outpatient treatment. 

Id addttioo, onl administration facilitate* i prolonged 
exposure to the 

cytotoxic agent However, poor bioavailability md 
Substantia] 

mterpaiiem variability are noted aj limitations fbf oral 
chemotherapy, 

bereased tumour selectivity can also be achieved by the 
nseoTipeciflc 

pharmaceutical fbnntditioat, men u lipotomet and 
DucroniolccuUr drug 

conptgates. The compotiiioD of these farmuiaitaoi often 
determine (he 

pharnucoki&etic bchavioor of the formulated drag. In 
coacltttwn. ceva a) 

alternative •dratnistration Anns of anticancer agents 
have been designed 

in the put yean, with ihe potential lot unprovemcot o! 
ConvoiUonal 

cnenwtherapy. however, more extensive clinical 
evaluation of tbete novel 

ctraicgia u warranted to prove their real clinical valne. 

">d9kwu 

L3 ANSWER 9 OF 21 EMBASE COPYRIGHT 200J 
ELSEVIER SO. a V. 
CT Medical Dacripure: 

drag. . . 

DT. drag therapy 

cyckiphosphiniide: PK, pfaannacokineucy 
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AB The skin is on of (he organs moa fteoucatly affected 
by extranodal 

lymphomas. Colaneou lymphomas are peculiar m many 
aspects, (I) In 

contrast to nodal lymphomas, cutaneous T-ccll 
rympbortias arc marc fraqnent 

than B-cell rympnomas, (2) Cutaneous T-cell 
lymphomas develop in a 

mnhiftep process, exhibtung distinct clinical, 
histotogjea, and 

ololeCBtar-tnologic ftatura. They p/ogTCM very slowly 
over a period of 

years or decades. (3) The disease becomes manifest very 
early on. (4) The 

(km provides a unique Uroctwal and numeral 
(cytokines) microenvtrcaunont 

to attract T ceUi and B cdli to home to under distinct 
pfoootiooal 

conditioDs. (J) Trcaunau stratcgiei for cutaneous 
rympnomat are quite 

different from those tor nodal lymphomas 
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cyclophosphamide: DT, drug therapy 
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(uocrcun&tn) 

4759-48-2; (inmm iniarferoD) 821 1542-6; 
(prednisone) 33-03-2; 

(cbkgrarnbttci)) 305-03-3: (tyctopbcspfa amide) 50-1 (A 
(dozorabtcb) 

23214-92-1, 253 16-40-9, (vinaisUiK) 57-22-7; 
(nultcuvme) 

58066-85-6; (mtalaikni J) 85198-30-2. (mcdwtrcutc) 
15475-56-6, 5943.2, 74l3-34-J;{tuinlatin) 15663-27-1, 
26035-3 1-4, 

96011-74-2; (ctoposidc) 33419-42-0; (leniposide) 
29767-20-2; (fhidarabiiie) 

21679-14-1; (pentosUtin) 339IO-75-I; (bleomycin) 
ll05W7 ; (vjnd«sioc). 
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AB The MiiotaaffOOC-f csiitaru murine leukoma 
P3 WMiiox, expressing the 

ni«ludnv-rautaflt phenotype, has ■ higher 
tntnuttogcoicity than the parent 

sensitive F388. This codd be shown in vivo by 
ittidiKuzitian with 

Icthalry-tnadialed tnmor edls. Ifthe P38aVMiiOX wu 
used for 

irnrntmization before nbscqscoi challenge with viable 
tumor cdb of the 

same late, this resulted fa i partial rejection of ntmon 
and pndiiciwo 

of i Substantial Bomber of tnm»-&ce wrvivori Porta 
effective 

tnmtaaizatkiD at hast two primmgi k,. i.v. or i.p. with 
sikast 10(6) 

bradiated edls wer* necessary. Tbii protected the 
recipient mice from a 

Challenge of up to 10(8) viable edls over a period ofai 
least 75 days 

Treatment ofBDfl mice with the T-cdl suppressor 
Cyclosporin A prevemi 

cmmtmuition, In (ludc mice ao mnnnniznitxj effect 
Conld be obtained. It 

•as possible to transfer imnnmuy adoptively wvh. 
splcm cdii torn mice. 



which were treated with irradiated tumor cdli of the 
P38l/Mflox line, 

Treatment of tamx* -bearing mice with IL-2 renlled in 

i prolonfsdoa Of ssrvival both when it was 
ad m inistered propayltcucilly 

before tr an spla n tat i on of P3SaVMitm and at an advanced 
stage (day 7- 11). 

Also the alty-photphochdbe 
heaatoytprHKphocholine was 

significantly effective in the rcstsuct but not ia the 
parent P3M 

leukemia. The data presented demoojtrxic Out by 
dcvdopnieoi of a 

mnhidrog -rcststsnce, coaccroiuntly a lesogcoizzliao 
moll have taken place 

which kadi to I rcxognittac! of edls by immune , 
nt t mi i ht our pwrfri^ 

T-tympbocyla tod NKVLAK-cdtl probably play ■ role 
in the 

niuiumDtogiealty conditioned rejection of tomor cells of 
the P3S8/Miuu 

loakania.(ABSTRACT TRUNCATED AT 250 
WORDS) 



->dllab 

L3 ANSWER 18 OF 21 CAFLUS COPYRIGHT 2003 
ACS 

AB The effect ofbw-dote rx»ad«ylphosph«i)oline (Ho- 

PQ od normal 

pcripnenl rocoonucle* edls (PMNC) wu studied 

Iwerteran-. gamma. 

(IPN- Eamma.) prexm., mtaicutin 2 (IL- 

2) receptor and HLA-DR antigen express on were 

investigate, 

reprewnling typical T-«ll activation pararectal In 
PMNC cultures. 

He-PC dose-dcpcodenCly enhanced theprodn of IFN- 
. gamma., provided 

tL-2 had been added cxogoionity. Without IL- 

2 He-PC was b effective In same cultures, at a concn. 
of 8 

nm«VrsL He- PC ntmulatcd the tecmian of IPN- 
.samma. 20-tbtd u compared 

to untreated controls. Altboigh He-PC by itself lacked 
miugenic 

activity, this cotnpd. stimulated IFN..fnnma. prodn. m 
the presence Df* 

fubopttmal doses of ph ytoicmijg] utinin. 
InunanoDnctefceoce stidiet 

demon armed that He-PC also mcrewd IL-2 receptor 

and HLA-DR antigen expression tinder these expd 
conditions. Thai. He- PC 

may possess imrnonoooduljiary activity also in vivo, 
acting as a 

cowimulaior for tbe lL-2-mediaud T-cdl activation 
process. 
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receptor, and HLA-DR antif en expression were 
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typical T-cdl activation parameters. In PMNC cultures. 
He-PC 

due^iependenOy enhanced the production of I FN g, 
provided IL- 

2 had bees added exogenoutly. Witboat IL-2 

He-PC waj ineffective. Id tome cultures. rJ i 
concentreuoo of! 

mioognmsAnl He-PC stimdated the secrcuoo oflFN-g 
more than 20-fold 

compared to ontretfed cootroli. AJ though Ho-PC by 
i ud flacked autogenic 

activity, this can poo nd also fumitlaud IFN-g 
prodacuootsihe presence 

Of isbopunta] doses ofphytohcmagghjmim (PHA). 
1mm alio door esc eoce 

studies demonstrated that He-PC also intreased IL-2 

receptor and HLA-DR antigen expressioo under these 

Gs^Olltla^Dj^l 

condhiam. Taken together Cies( results indicate Lhu 
I»«- PC may possess 

uimiLiDCfTiricftiltiory activity *1jo ia vivo, acting as a 
costuBBlator lor the 

IL-2-qiediated T-cdl activation proccct- 
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alternative pathways of complement by liposomes. 
SO JOURNAL OF IMMUNOLOGY. (1991 Jun 15) 146(12)4234-41. 

Journal code: 29851 17R. ISSN: 0022-1767. 

Lll ANSWER 15 OF 16 MEDLINE on STN DUPLICATE 8 

TI Uptake of liposomes by cultured mouse bone marrow macrophages: influence 

of liposome composition and size. 
SO BIOCHIMICA BT BIOPHYSICA ACTA, (1991 Jan 9) 1061 (1)56-64. 

Journal code: 0217513. ISSN: 0006-3002. 

LI I ANSWER 16 OF 16 MEDLINE on STN 
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TI Recent advances in liposomal drug-delivery systems. 
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SO JOURNAL OF BIOLOGICAL CHEMISTRY, ( 1 995 Oct 27) 270 (43) 

25845*9. 
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Tl Recent idv&ncci in liposomal drug-delivery systems 
SO Current Opinion in Biotechnology (1995), 6(6), 698-708 
CODEN: CUOBE3; ISSN: 09S8-1669 

LI 2 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
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cleared liposomes in vivo, suggesting a significant role in the immune 

clearance of "non-scir particles 
SO Journal of Biological Chemistry (1995), 270(43), 25845-9 

CODEN: JBCHA3; ISSN: 0021-9258 
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L12 ANSWER I OF 5 MEDLINE on STN 

AB Liposomal drug-delivery systems have come of age in recent years, with 
several liposomal drugs currently in advanced clinical trials or already 
on the market. It is clear from numerous pre-climca) and clinical 
studies that drugs, such as antitumor drugs, packaged in liposomes exhibit 
reduced toxicities, while retaining, or gaining enhanced, efficacy. This 
results, in pan, from altered pharmacokinetics, which lead to drug 
accumulation at disease sites, such as tumors, and reduced distribution to 
sensitive issues. Fusogenic liposomal systems that are under development 
have the potential to deliver drugs intracellularly, and this is expected 
to markedly enhance therapeutic activity. Advances in liposome design are 
leading to new applications for the delivery of new biotechnology 
products, such as recombinant proteins, antisense oligonucleotides and 
cloned genes. 
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L15 ANSWER 2 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
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TI Interactions of liposomes and lipid- based carrier systems with 

blood proteins: Relation to clearance behavior in vivo 
SO Advanced Drug Delivery Reviews (1998), 32(1.2), 3-17 
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Tl Ganglioiidc GMI and hydrophilic polymers increase liposome 
circulation times by inhibiting the association of blood proteins 

SO Journal of Liposome Research (1992), 2(3), 397-410 
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AB A review with 104 reft, The recent din, successes experienced by 
liposomal drug delivery systems stem from the ability to produce 
wdt-defmed liposomes thai can be composed of a wide variety of 
' lipids, have high drug-trapping efficiencies and have a narrow size 
distribution, averaging less than 100 nm in diara Agents that prolong the 
circulation lifetime of liposomes, enhance the delivery of 
liposomal drugs to specific target cells, or enhance the ability 
of liposomes to deliver drugs intraccUularty can be 
incorporated to further increase the therapeutic activity. The phys. and 
chcra requirements for optimum liposome drug delivery systems 
will likely apply to lipid-based gene delivery systems. As a result, the 
development of liposomal delivery systems for systemic gene 
delivery should follow similar strategics. 
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AB A review with 104 refs. The recent clin. successes experienced by 
liposomal drug delivery systems item from the ability to produce 
well-defined liposomes that can be composed of a wide variety of 
lipids, have high drug-trapping efficiencies and have a narrow size 
distribution, averaging less than 100 nm in diam Agents that prolong the 
circulation lifetime of liposomes, enhance the delivery of 
liposomal drugs to specific target cells, or enhance the ability 
of liposomes to deliver drugs intracellularly can be 
incorporated to further increase the therapeutic activity. The phys. and 
chem. requirements for optimum liposome drug delivery systems 
will likely apply to lipid-based gene delivery systems. As a result, the 
development of liposomal delivery systems for systemic gene 
delivery should follow simitar strategies. 
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AB A review with 38 refe. discussing (be effects of the co-injection of 
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AB The inhibitory effect of serum is one of the main obstacles to the in vivo 
use of cationic liposomes as a DNA delivery system We have found that a 
novel liposome formulation, DODAC: DOPE (1:1) is totally 
resistant to the inhibitory effects of serum for trans fection of cuhured 
myoblasts and myotubes. Transection with a lacZ reporter gene in the 
presence of 95% fetal bovine serum gave up to 25% beta-gal-positive cells 
in C2C12 myoblasts and about six-fold less in primary human myoblasts. 
The lower transgene expression in primary cells does not appear to be a 
result of less DNA uptake but might result from differences in 
intracellular trafficking of the complexes. DODAC-based liposomes are 
unique in their resistance to serum inhibition and may therefore be 
valuable for the systemic delivery of genetic information to muscle and 
other tissues. 
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